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8. Advisory Committee Meeting  

This application was not referred to an ODAC because the application showed improvement in overall survival and 
did not raise significant safety or efficacy issues. 

9. Pediatrics 

The pediatric study requirement for this application was waived because necessary studies are impossible or 
highly impracticable as this indication does not occur in children. 

10. Recommendations/Risk Benefit Assessment  
 

 Recommended Regulatory Action: Approval 
 

 Risk Benefit Assessment 
 

Despite the availability of an increasing number of therapeutic options, metastatic castration-resistant prostate 
cancer remains a serious and life-threatening disease. Radium-223 provides an additional option, but is limited to 
patients with bone-only disease. It is likely that radium-223 can be added to other therapeutic options which are 
not cytotoxic.   
 
Radium-223 improved overall survival with a hazard ratio of 0.70, p = 0.0012.  Radium-223 lengthened the time to 
the development of a symptomatic skeletal event.  Adverse drug reactions in > 10% of patients included nausea, 
diarrhea, vomiting and peripheral edema. Hematologic laboratory abnormalities in > 10% of patients included 
anemia, lymphocytopenia, leukopenia, thrombocytopenia, and neutropenia.  Whether late toxicities such as the 
development of bone marrow suppression and second primary malignancies will occur with radium-223 remains 
unknown. Post-marketing requirements will assess the late toxicities associated with radium-223. 
 
The risk-benefit profile was also discussed in Drs. Justice, Maher, Kluetz and Pierce’s reviews.  In addition, the 
review team recommends approval of this application, and I concur. 
 

 Recommendation for Postmarketing Risk Management Activities: None. 
 

 Recommendation for other Postmarketing Study Commitments: See action letter. 
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